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FREEDOM OF INFORMATION SUMMARY

ORIGINAL NEW ANIMAL DRUG APPLICATION

ANADA 200-253

ProstaMateTM (dinoprost tromethamine injection) Sterile Solution

For intramuscular use for estrus synchronization, treatment of
unobserved (silent) estrus and pyometra (chronic endometritis) in

cattle: for abortion of feedlot and other non-lactating cattle; for
parturition induction in swine; and for controlling the timing of

estrus in estrous cycling mares and clinically anestrous mares that
have a corpus luteum.

Sponsored by:

Phoenix Scientific, Inc.
3915 South 48ti Street Terrace

P.O. Box 6457
St. Joseph, MO 64506-0457
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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

ANADA NurnbeK

Sponsor:

Generic Name:

Trade Name:

Dosage Form:

How Supplied:

How Dispensed:

Amount of Active
Ingredients:

Route of
Administration:

Species:

Labeled Dosage

Indications for Use:

200-253

Phoenix Scientific, Inc.
3915 South 48ti Street Terrace
P.O. BOX  6457
St. Joseph, MO 64506-0457

dinoprost tromethamine, USP

ProstaMatem (dinoprost tromethamine injection) Sterile
Solution

injectable solution

10 mL and 30 mL multiple dose vials

Rx

Each mL contains 5 mg of dinoprost from dinoprost
trometharnine

IM Injection

Cattle, swine, horses

Cattle -5 mL IM
Swine -2 mL IM
Mares -1 mL IM

For intramuscukuwse  for estrus synchronization, treatment of
unobserved (silent) estrus and pyometra (chronic endometntis)
in cattle: for abortion of feedlot and other non-lactating cattle;
for parturition induction in swine; and for controlling the
timing of estrus in estrous cycling mares and clinically
anestrous mares that have a corpus luteurn.
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2. TARGET ANIMAL SAFETY AND DRUG EFFECTIVENESS

Under the provisions of the Federal Food, Drug and Cosmetic Act, as amended by
the Generic Animal Drug and Patent Term Restoration Act (53 FR 50460,
December 15, 1988, First GADPTRA Policy Letter) an abbreviated new animal
drug application (ANADA) maybe submitted for a generic version of an approved
new animal drug (pioneer product).

For certain dosage forms, the agency grants a waiver from conducting an in vivo
bioequivalence  ~udy (55 FR 24645, June 18, 1990: fiflh GADPTRAPolicy  Letter).
In lieu of bioequiv~encetesting,  the safety and efficacy of the generic product are-
based on the demonstrated chemical equivalence to the pioneer product.

Based upon the formulation characteristics of the generic produc~  Phoenix
Scientific, Inc. was granted a waiver from conducting an in vivo bioequivalence

w (dinoprost  tromethamine  injection). The generic andstudy with ProstaMate
pioneer products are solutions with the same active and inactive ingredients.

3. HUMAN SAFETY

Human Food Safety

Cattle: No Milk discard or preslaughter drug withdrawal period is required for
labeled uses.
Swine: No preslaughterdrug withdrawal period is required for labeled uses.
Mares: Not for use in horses intended for food.

Human Safety Relative to Possession, Handling and Administration:

The labeling contains adequate Warning statements, as described below.

Not for human use.

Women of childbearing age, asthmatics, and persons with bronchial and other
respiratory problems should exercise extreme caution when handling this product.
In the early stages, women maybe unaware of their pregnancies. Dinoprost
tromethamine  is readily absorbed through the skin and can cause abortion and/or
bronchospasms.  Direct contact with the skin should, therefore, be avoided.
Accidental spillage on the skin should be washed off immediately with soap and
water.

4. AGENCY CONCLUSION:

This ANADA submitted under section 5 12(b) of the Federal Food, Drug and
Cosmetic Act satisfies the re uirements of section 512(n) of the Act and

‘!.demonstrates that ProstaMate (dinoprost tromethamine injection) Sterile
Solution, when used under the proposed conditions of use, is safe and effective
for the labeled indications.
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Attachments:

1. Generic Labeling:

Vial Label
Package Insert
Carton Label

2. Pioneer Labeling

Vial Label
Package Insert
Carton Label
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NDC 59130-702-14 F
NET CONTENTS: 30 mL ; x
P r o s t a M a t eT M Y

(dinoprost trometfrsrmirre injection) 1
STERILE SOLUTION 1

L

Equivalent to 5 mg per ml dinoprost Y
Prostaglandin  F2 alpha for intramuscraiar  use in

cattle, swine and mares.
CAIMOW  Federel  law restricts thii drug 10 use tyor

on the order of a Iicensad veterinarian
FOR USE IN ANiMALS ONLY

WA 200-2S3. Awoved  by FDA

An-it-i @
Group

See package insert for complete
product information. F
Each mL contains: dinoprost tro-
methamine equivalent to 5 mg
dinoprost.
Warnings: Not for human use.
Pregnant women, asthmatics, or
persons with bronchial and other
respiratory problems should
avoid contact with dinoprost  tro-
methamine. See package insert
for additional information.
Note: Spills of ProstaMateTM on
the skin should immediately be
washed off with soap and water.
Restricted Drug-Use Only As Directed
(California)
KEEP OUT OF REACH OF CHILDREN
Store at controlled room temperature

20”-25” C (68”-77” F).
Manufactured by

Phoenix Scientific, Inc.
St. Joseph, MO 64506

600092 !SS.  6-98

Lot No. I

lAf3EL AmTech’s Prostamate  30 mL 4U N W I N D  # :  _

SIZE: 1.25 x 3.5 inches

PAITERN  V A R N I S H :  ‘a t e r

EI

~%--

OD

u-
“%a

COLORS: 1797 ‘ed black
J

1 J

Exp. Date b+{
~~ I’ll2!7

CUSTOMER PROOF “ CHECK CAREFULLY! ~~6%
Customer: Phoenix Scientific

.
P.o. # Proof

‘a te  8 /19 /97 +&~rCYREL #: 23325 (sh) Sent:
9/9/97 6/11/98 6[24/98

ax Proofs are intended for proofing of content and placement only, not for exact size or color breaks.
Every effort has been taken to insure the accuracy and conformance to applicable regulations on this
proof. However, please check carefully as the final liability rests with the customer.

Approved by: Date approved:
b
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ANADA 200-253, Approved by FDA

ProstaMate””
(dlnoproti  tioiselhamlne  injection)

Slerile  Solutlon
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treatment of unobsewad
(silent) estrus  and
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abortion of feedlot and
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for parmition  induction In
SWIIW  and for  COOtrolllw
ths Itmi”g  of estnm  1“
estraus  cycling mares and
clinically anesbous mares
that  have a corpus Iuteum.

see package Insert for
complete product
information.

Store al controlled room
temperature 20°1025” C
(68” to 77. q [see UsP].

m

NOC  ooo9.0327  .90 30 mL
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Sw-iSw-im~~lin$$  Colllpw
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dinoprosl  tromethamine  injection
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Warnlng8 Not for human
use. Pregnant women,
asthmatics, or perzons  with
bronchial and other
respiratory problems shodd
avoid contact with dinoprost
tromethamine,

See package inseft  for
additional information.

Note: Spills of LUTALYSE on
the skin should immediately
be washed oft with soap and
water.

Each  mL  contains:  dinaprost
Iromethamlne  equivate”t  to
5 mg dinoprost;  kmyf
alcohol, 9,45 mg  added as
presetvallve,

When  necessary, pti was
adjusted with sodium

= hydroxide and/or
— hydrochloric acid.

NDC 0009-0327-10
One 30 mL Vial

Lutalyse@
Sterile Solution

dinoprosl  tromethamine
In]ecllon

Equivalent to

5 mg per mL
dinoprost

Proslagtandin  FZ alpha
for intramuscular US4 [n
cattle, #wine and  mares.
Restricted Drug-use
Only As DtrOCted  (Cdifomla)
For Uss {n Animals Only
Caution: Federal lUSA)  law
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restricts this drug to use by
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brand O ( dlnoprost  tromethamlne  slerlle  $olutlorr  “. .

For intramuscular use for estrus  aynchronlzatlon,  treatment of unobserved (Slklt)
estrua  and pyometra  (chronic endornetrltls)  In cattl~  for  abortion of feedlot  ● n d
other non-lactating cattle; for parturition InductIon In swine; and for controllhrg  the
tlmhsg of ea!rus  In eatrous  cycling marea  and clinically anaatrous  marea  that have
a corpus Iuteum.

DESCRIPTION
This producl contains the naturally occurring prostaglandin F2 alpha (dinoprost) aa the

Iromethamlne  salt. Each mL contains dkroprost  tromethamine  equivalent to 5 mg dinO-
proat:  also, benzyl alcohol, 9.45 mg added as preservative. When  necessary, PH was
ad]usted with sodium hydroxide andlor hydrochloric acid. Dlnopros! tromethamine  !S a
whi!e or slightly  off-white crystalline powder that is readily soluble In water at foom
temperature in concentrations to at least 200 mglmL.
General Biofoglc  Activity: Prostaglandins  occur in nearly all mammalian tlssuea.

SLZOZVOL80

I lull I Ill I I I I
I I I I I IIIll I
0810470215

Prostaglandina,  especlalty  PGEaend  PGF’s, have been ahown,  Incertainspecles.  t o l )
increase at Iime of parturition, ln amniotfc fluid, maternal placenta, myomahfum,  and
blood, 2) stimulate myometrial  activity, and 3) to induce either abortion or parturition.
Prostaglandins,  aspaclally  PGF2a,  have bean shown to 1) hrcraase  [n the uterus and
blocd to Ievela  similar to levels achieved by exogenous administration which elicited tute-
olyaia, 2) be capable of creasing from the uterina vein to tha  ovarian artery (sheep), 3) be
related to IUD induced Meal regression (sheep), and 4) be capable of regressing the
corpus Iuteum of most mammallan  species studied to date. Prostaglandirrs  have baen
reported to result in relesse  of pituitary tropic hormones. Data suggest prostaglandfns,
especially PGE’s  and PGF’s,  may ba involved in the  procass of ovulatii  and gamete
transport. Also PGF2a  has been repwled  to cause increase in blood pressure, broncho-
constrlcfion, andsmooth  muscle stimulation incertainapec[as.

SAFETY AND TOXICITY
Laboratory Animals: Dtnoprost wasnon-taratogenlc  lnratswhen administered oraliyat
1.25,3.2, 10.0 and20.0  mg/kg/day  from day6th-15thof  gestation or when administered
subcutaneously at 0.5  and 1. Omg/kg/day  ongastationdays6,  7and80r9, 10 and 11 or
12, 13 and 14. Dinoprost waanon-teratogenic  lntherabbit  when administered aither  sub-
cutaneously atdosesoi  0.5  and l. Omglkglday  on gestation dayatlt  7and80r9, 10 and
11 Or 12, 13 and 140r 15, 16and170r  orally atdosesof0.01,0.l  andl.Omg/kg/dayon
days 6.18 or 5.0 mglkgfdsy  on days 8-1 B of gestation. A sfight  and marked embfyo lethal
effect was obsewed  in dams given 1.0 and 5.0  mg/kg/day  raapectively.  This wes due to
the expected Iuteolytlc properties of the drug.
A 14day continuous intravenous infusion study in rats at 20 mg PGF2a  per kg body

weight indicated prostaglandlns  of the F series could  induce bone deposition. However,
such bone changea  were not obaewed  in monkeys similarly administered LUTALYSE
Sterile Solution at 15 mg PGF2a  per kg body weight for 14 days.
Cattle: In cattie,  evaluation wasmade  olclinical  obsemations,  cllnicaI ch6mlst~,  hama-
tology,  urinalysis, organ weights, and gross Plus microscopic measurements foliowing
treatment with various doses up to 250 mgdinoprasl  administered twloaintramuscularty  ‘..
at a l~day interval or doses of 25 mg administered daily for 10 days. There was no
unequivocal effect of dinoprost  on the hematology or ctinlcnl ch?mislry  paremetara
measured. Clinically, a slight transitory increase In heart rate waa detected. Ractal  tem-
perature was eievated  about 1.5. F through the 6th houf  ?d!erin]ectioh  with 250 mg
dinoorost. but had retumedto  baseline at 24 hours after lnlection.  Nodhmnrost  associ.  . .
ated”grosk tealona were detected. There was no evidence ;ltoxlcOloglCal;rie&”s.  Thus,
dinoprost had a safety factor of at feast  10X on injection (25 mg Iuteolytic dose va. 250
mg aafa dose), based on studies conduc!ed with cattle. At Iuteolytlc doses, dinoproat had
no effect on progeny. If given to a pregnant cow, it may ceuse  abortion; the dose
required foraborfioo  varfesconsiderably  with the stage of gestetlon.
Induction of abortion in feedlot caltle  at stages of gestation up to 100 tiaya of geafation

did not result In dyatocla,  mtalnadplacenta  or deatfiof  heifara in fheffeld  studies. Tha
smallnasa  of the fetus at this early stage of geatalion should not  lead to complications at
abortion. However, Induction of parturition or abortkm  with any exoganoua  compound
may precipitate dystocla,  fetai  death, retained placenta andlor  metritia,  especially at
latter stagea  of gestation.
Swine: In pigs, evaluation was made of clinical observations, food consumption”, cfinical
pathologic determinations, body weight changes, urinalysis, organ waights, and gross
and microscopic observations following treatment with single doaas of 10, 30, 50 and 100
mg dinoprost administered intramuscularly. The results indicated no treatment ralatad
effacts  from dinoprost treatment that were deleterious to the health of the animels  or to
their offaprfng.
Mares: Dinop~ost  tromethamine  was administered to adult mares (weighing 320 to 485
kg, 2 to 20 years old). at the rates of O, 100, 200, 400, and 800 mg per mare per day for
6 days. Route of administration for each dose group was both intramuacularfy  (2 mares)
and subcutaneously (2 maras).  Changes were detected in atl traated  groups for clinical
(reduced sensitivity to pain; locomotor incoordinatfon; hypergaatromotilitfi  aweatlng:
hyperthermla:  labored respiration), blood chemistry (elevated choleateroi,  total bllirubin,
LDH, and glucose), and hematology (decreased eosinophils;  increasad  hemoglobin.
hematocrit.  and erythrocytes)  measurements. The effects in the 160 mg dose, and to a
lesser extent, the 200 mg dose groups were transient in nature, laating for a few minutes
to several hours. Mares did not appear to sustain adverse effects following termination of
the side effects.
Mares treated with either 400 mg or 800 mg  exhibited more profound symptoms. The

excessive hyperstimulation  of the gastrointestinal tract caused “a protracted diarrhea.
slight electrolyte imbalance [decreased sodium and potassium), dehydration. gast,o-
Inteslinal  irritation, and slight tiver malfunction (elevated SGOT,  SGPT at 800 mg “rh~.
Heart rate was increased but pH of Ihe urine was decreased. Other measurement evalu-
ated in the study remained within  normal limits. No mortality occurred in any of the
groups. No apparent differences were obsefved between the intram’uscutar  and subcuta-
neous rou!es of administration. Luteoly tic doses of dkaoprost  tromethamime are on the
order of 5 to 10 mg administered on one day, therefore, LUTALYSE was demonstrated to
hava a wide margin of safely. Thus. the 100 mg dose gave a safety margin of 10 to 20X
fOr  a single ln]eCtiQn  ur 80 to 160X  for the  8 daily injections.
Additional studies iqwestigated  the effacls  in the mar? of single  intramuscular doses of

O, 0.25, 1.0, 2.S. 3.0, 5.0, and 10.0  mg dinoprost  tromethamine.  Hearl  rate, resofration
. . . . . . . ..#.



2.5, 3,0, 5.0, or 10.0 mg dinoprost  Iromethamhe,  resPeC!WelY.  sw~a~nd  was temporary
. . . . . . .

In all cases and was mi(d  for doses of 3.0 mg Or leas but  WaS  extensive (beads of sweat
over the antire body and dripping) for the 10 mg dose. Sweating after the 5.0 mg dose
was intermediate between that seen for mares treated with 3.0  and 10.0  mg.  Sweating
began within  15 minutes aftar $nlection  and ceased by 45 to 6.0 minutes after injection.
Rectal  temperature was decreased during the hlewal  0.5 untli  1.0, 3 to 4, or 5 hours
after injection for 0.25  and 1.0 m%, 2.5 and  3.0, or 5.0  and 10.0  mg dos,e  groups, respec.
tively. Average rectal  temperature during  the periods of decreased  temperature was on
the order of 97.5 tO 99.6,  wdh the greafest  decreases observed In the 10 mg dose group.

METABOLISM
A number of metabolism studies have been done in laboratory animals. The metabolism

of tritium  labeled dinoprost  (3H PGF2 alpha) In the rat and in tha monkey waa slmllar.
Although quantitative differences wets observed, qualitatively similar metabolizes were

~ PGF2 alpha free acid adndniatered  Intravenously to rata demoftatrafed  no .sIgrdflcant
reduced. A study demonstrated that equlmolar  doses of sH PGF2 alpha Tham find

differences In blood  concentration ofdineprosl.  An interesting obsewation  In tha above
ahIdy was that the radioactive dose of %f PGF2 elpha rapldlydlatrfbuted  in tla.iwfesk’nd
dissipated intisauea  with almost the aamecurve  aa itdidhr  the seNrm.  Tha half-lifeof
dinoproat in bovlneblaod  has beerf repmtedtob eon themderofminptes,  A complete
study on the distribution of decline of $H PQF2  alpha ~am In the Ilssue of rats waa well
correlated with the work done in the cow. Cattle serum collected durfng  24 fiours after
doses of O to 250 mg dlnoproat  fsave beeir Assayed by RIA for dlnoprost and the 15-kdfo
rnetabolites. These data  support pravlmrs mpofta that dinopmat  haa a half-life of minutes.
Dlnoproat is a natural pmstaglandin.  All  systems associated with dinopmst  metabolism

exist in the body  therefore, no new metabolic, tranaport,  axctetory,  binding or other
aystema need be established by the body to metabolize Inlected dlnoprost.

INDICATIONS AND  fNSTRUCTIONS  FOR USE
Cattfc LUTAL.YSE  Sterile Solution Is Indicated aa a Iuteolytic agent.
LUTALYSE ia effective only In those cattle having a corpus Iuteum, i.e., those which

owdatedat  Ieasttive  days prior to treatment. Future reproductive performance of animals
that are not cycling will be unaffected by injection of LUTALYSE.
1. For Intramuscular Use for Estrus Synchronlzatlon  In Beef Cattle and Non-

Lactating Dalw Heifers. LUTALYSE  isusedto  control fhetiming  ofesfmsandovula-
tion  In eatrous cycflng  cattle that have a corpus hrteum.

Inject a dose of 5 mL LUTALYSE (25 mg PGF2a)  Intramusculady  either once or
twice at a 10 to t 2 day interval.

With theslngle  injection, catOeshould  be bred altheusual  tlmereiative  toeatrus.
With the two Injections Cettla  can be bred after the second injection either af the

usual time relative to detected estms  or at abouf 80 houra after the second injection
of LUTALYSE.

Estrusls  expected to occur 1 to5days  atter  injection if acorpus  luteumwaspre-
sent. Cattle that do not  become pregnant to breeding et estrus on days 1 to 5 after
injection will beexpectedtoretum  toestrusln  about 18t024  days.

2. For intramuscular Use for Unobserved (Silent Estrus  In Lactating Dairy Cows
1withaCorpuaLuteum.inject adoseof  5mLLU ALYSE (25mg  PGF2a)intramuscu-

Iarly. Breedcowsa stheyared  etectedinestrus.  If estrushas  not been observed by
80 hours aftefinjectlon,  breed at 80 hours. If the cow returns to estrus breed at the
uaual time relative to estrus.

Management Considerations: Many factors contribute to success and failure 01 repro-
duction.management, and these factors are important also when time of breeding is to be
regulated with LUTALYSE Sterile Solution. Some of these factors are:
a. Cattiemust  beready  to breed- they must have acb~usluteum  and be healthy,
b. Nutritional status muetbeadequate  a$thishasadirecf  effect on conception and the

initiation of estrus In heifers or return of estrous cycles in cows followtng  calving;
c. Physical facilities must beadequate  toallow  cattle handfing  without being detrimental

to the anlmafi
d. Eslwsmust  bedetected  accurately iftimed  A[isnotemptoyeti
e. Semen of high fertility must be used;
f. Semen must belnaamlnated  property.
A successful breeding program can employ LUTALYSE effectively, but a poorly man-

aged breeding program will continue to be poor when LUT4L.~SE is employed unless
other management de ficlencies are remedk+first.

Cattle expressing eatrua following LUTALYSE are receptive 10 breeding by a bult.  Using
bulls to breed large numbers of cattle (n heat foilowlng  LUTALYSE will require proper
management of bulls and cattle.
3. For Intramuscular Use for Treatment of Pyometra  (cfironfc  endometr[tis)  [n

Cattle. Inject adoaeof  5mLLUTALYSE (25 mg PGF2a)intramusculariy.  In studies
conducted with LUTALYSE,  pyometra  wasdetined  as presence of acorpusluteum  in
the ovary and uterine hom$ containing fluid but not a conceptus based on palpation
per feclum.  Retumtononnal  wasdetined  asevacuatlonof  fluid and return of theuter-
ine  horn size to40mm  or less based onpalpation  perrectum  a114and28days.  Mosl
cattle that recovered in response to LUTALYSE recovered within 14 days after linjec-
tims.  After 14 days, recovery rate of treated cattle was no different than that of non-
Ireated  cattle.

4. For Intrsmuacular  Use for  Abortion of Feedlot  and Olher  Non. Lactaflng  Caltfe.
LUTALYSE ia indicated for ha abottlfacient  effect in feedlot and other non-lactating
cattle durfng  the first 100 days of gestation. Inject a dose of 25 mg intramuscularly.
Cattte  that abort will abon within 35 days of injection.

Commercial cattle were palpated per rectum for pragnancy in SIX teedlots.  The per-
cent of pregnant cattte  In each feedlot  less  than tOO days of gestation ranged
between 26 and S4; SO% or more of the pregnant cattle were less than 150 days of
gestatton. The abortion rates following iniection  of LUTALYSE increased with increas-
ingdoaes  uptoabout25mg.  Aaexamples,  theabortion  rates, over 7feedlots  on the
dose titration study, were 22%. 50%,71%,  90%and76%  forcattle  up to tOO  days of
gestation when lnjecfed lMwith  LUTALYSEdosesof  O,l  (5mg),2(10  mg),4{20mg)
and 8 (40 mg) mL, respectively. The statistical predicted relative abortion rate based
on the dose titration data, was about 93% for the 5 mL (25 mg) LUTALYSE dose for
caftleinjected  up to lot fdaysof gestation.

Swhre:  For intramuscular use for parturition induction in swine. LUTALYSE Sterile
Solution isindicated  forparturition  inducfionlnswlne  when h!jscted  within 3 days of nor-
mal predicted farrowlng.
The response to treatment varies by Indlviduat  animals with a mean interval from admin-

istration of 2 mL LUTALYSE (10 mg dinoprost)  to pa fturifionof  approximately 30 hours.
This can be employed to control the time of farrowing in sows a“d gilts in late gestation.
Management Consfderatlons:  Several taclors  must ba considered for the successful
use of LUTALYSE Sterile Solution forparturitio”  i“d”ctio”  i“ SWiIW.  Thepred”ct  must be
administered at a relatively specific fime (treatment earfier  than 3 days prior to normat
predicted furrowing mayresuftin  increased piglet mortality), ltiSimporlant  thirt  adequate
records be maintained on (1) the average length of gestation period  for  the animals on a
specific location. and (2) the breeding a“d prOjected  fa,rowing  dates fo, aach animat.
This Information is essential 10 determine the appropriate fime for administration of
LUTALYSE.
Marea:  LUTALYSE Stedle  Solution is indicated for  its tuteo[ytic  affect in mares.  This lulo-
olytic effect can be utifizedtocontro[  the timing of estws  in estmtis cycling  andclinicall~
amastrous  mares that have a corpus Iuleum in the following circumstances:

,, .
.



res:’  Mares  treated wl(h
will return 10 estrus wlthln
treatment, This procedure

failure 10 eKhibit  regular
lany  mares described as
rone  levels  consistent with

not exhibit regular ealrous
ion, early fetal death and

(continued from above)

resorption, or aa a result of ‘pseudopregnancy”, thera may be serum progesterone
Ievets  cmrslatent  with a functional corpus Iuteum.

Treatment of such marea  with LUTALYSE  usually resulte In regreeslon of the cor-
pus Iutaum followed by islrus andlor ovulation. In.  one etudy with 122 Standardbrad
and Thoroughbred mares in cihsical  aneatrus for an average of 58 daya and treated
during the breeding season, behavioral estrua  was detected In 81 percent al an
average time of 3.7 days after injection with 5 mg LUTALYSfi  ovulation occurred an
averaga  of 7.o days alter treatment. Of those mares bred, 59%  were pregnant follow-
ing an average of 1.4 services during that estrus.

Treatment of “anestrous” mares which abml  subsequent to 38 days of pregnancy
may not result in return to estrus due to presence of functional endomefrfal cups.

WARNINGS
Not for human use.
Women of child-bearing age, asthmatics, and persona with bronchial and other rwspira-

torv Droblems should exerclae  extreme caution when handflng  this Product. In the earfy
stages, women may be unaware of their pregnancies. Dinopro_st  trornettramlne  is readifi
abaofbed  through the skin and can cause abortion andlor  bronchlospasms. Direct sontacf
with the skin should, therafore,  be avoided. Accidental spillage on the akin should be
washed off immediately with soap and watar.
Uae of this product in excess of the approved dose may result In drug residues.

PffEcAuTfotis
Cattle: Do not administer to pregnant catfte  unlass  aborf~on la dealred.
Do not admhsister Intravenously (1.V.), as thla  route might potentate adverae  reactiona.
Cattle administered a progestogen would be expected to hava a raducad reaponaa to

LUTALYSE Sterile Solution.
Aggressive antibiotic therapy should be employed at tha  first sign of infection at the

Injection site wheth.m Iocalizad  or diffuse. As with all perenterxd  products careful aseptic
techniques should be employed td decrease the possibility of post Injecffon bacterial
infections.
Swine: Do not administer to Sows and for gilts prior to 3 daya of normal predicted farroti---
Ing, as increased number of stillborn and postnatal mortality may resulL
Mares LUTALYSE Sterlie  Solutlon  is ineffective when admhsialered $rior  to day-5 after
o v u l a t i o n .
pregnan,~  status should be delerm[ned  prfor  to treatment, since LUTALYSE haa been.

reported to Induce abortion and parturition when sufficient doses were administered.
Marea  ahoufd  not be Iraated  if they suffer from either aoute or subacufa disorders of the

vascular system, gast rolnfeatinal ttict, respiratory system, or raproducfive tract.
Do not administer by Intravenous route.
Noneteroidal  anti-lnfJammatory drugs (i.e., indomethacin)  may inhibit proetaglandin

synthesis, therefore these drugs should not be adminiaterad  concurrency.

ADVERSE REACTIONS
CattJo
1. The most frequently observed aide effect ia Increased racfaf  temperature at a 5X or

10X overdose. However, ractai  temperature change has been transient In all csses
observed and hea not been detdmental  to the animal.

2. Limited salivation has been reported in some hrstsnces.
3. Intravenous adminlstrs.!ion  might Increase heart rste.
4. Localized past iniection bacterial infections fhat may become genera fizad have bean

reported. In rare instances such infsctkms have terminated fatally. Sea PRECAUTIONS.
Swine: The moat frequently obsewed  aide effects wera erythema  and pfurftua, allghf
hrcoordinatlon.  nesting behavior, itching. urination, defamation, abdominal muscle
apaams,  tall movements, hyparpnea  or dyspnea,  increaeed vocalizallon,  salivation, and
at the 100 mg (1 OX) dose only, possible vomiting. These side effects are tranaltow,  laat-
ing  from 10 minulea  to 3 hours, and were not. detrimental to tha health of the animal.
Mares: The most frequently obsewed  aide’ effects are sweating and dacraasad  rectal
temperature. However, these have bean translant  In all oasea  observed and have not
been detrimental to the anlmai.  Other reacliona  seen have been increase in heart rate,
increase in respiration rate, aoma abdomkral diacomforf,  JOcomotor  hsooordination,  and
lying down. These effects are ueuaffy  seen within 15 minutes of injsction  and disappear
within  one hour. Mares usually continue to ea!  during the parfod  of expression of elde
effects. One anaphy  lactic reaction of several hundred marea  treated with  LUTALYSE
Sterile Solution wss reported but was no!  confirmed.

IMPORTANT
Ctdtie:  No milk discard or prealaughter  drug wlthdrawat  perlort  is required for fabelad
wsaa.
Swine: No preelaughter  drug withdrawal period is required for Iabelsd uses.
Ma?ea Not for uae in horses intended for food.

DOSAGE AND ADMINISTRATION
Catt!e:  LUTALYSE  Stetile  SolutIOfl  is supplied at a concentration of 5 mg dlnoprost per
mL. LUTALYSE iS Iuteolytic  isl cattle at 25 mg (5 mL)  administered intramuscularly. As
with any multidose  vial, prectiCe  aseptic techniques i“ withdrawing each dose.
Adequately clesn  and disinfect the vlai closure prior to antfy with a starile needte.
Swine: LUTALYSE  Sterile  Solution will induce parfur[tion  in swine at 10 mg

.,
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SWISS?.: No pmslaughter  drug” withdrawal pericd  k required for labeled uses. - . . . ~
M a r e s :  NoI for use In horses lntOnded  fOr foOd.

DOSAGE AND AtJMINISTRA~ON
CaNle:  LUTALYSE  SIerlle.Solution  lssuPplied  8taconcentration  "of 5 mgdlnoprost  per
~1 IIJTALYSE  is Iuteobft!c  in cattle a! 25 mg [5 mL) administered Intramuscularly. As. ..-. --
with any multidose  YIs_!,  PraCliCe. aseptic ie”chnlques  in withdrawing each dose.
Adequately clean and dwmfecf the wal closure prior to entry with a sterile needle.
Swine: LUTALYSE  Sterile Solution will induce paNurition lnswinaat  Iomg
(2 mL) when injected intramuscularly.

AS with any multldOs?  vial, practice aSePtiC techniques in withdrawing each dose.
Adequately dean and dwinfecl the vial closure prior to entry with a sterile needle.
Marea:
1. Evaluate the r?productiva status oltha mara.
2. Administer  as@alntr  amuscularinle  ctiOnOfl  mgperlOO1bs  (45.5  \g) body weight

whlchlsusuallY  1 mL102mLLUTALYSE  Sterila Solution.
3. Obsewe  for s19n~  Of estrus by means O( dally teasing with a stallion, and evafuate

Iolllcular  changes on tha Ovaw by palpation of the ovary per rectum.
4. Some clinically  anestrOus maras will  nOt  express eatrua  but  wifl  develop a follicle

which .will  O~fate.  ~es.e mares may becOme pregnantff  inseminated al the appropri-
ate time relative to rupture of the follkle.

“5. Bread  mares  fnestrua  lnamanner cOnalsfant  wlthno~af  management.
I ..o[nopmat  tromethamine  fsadminiStered  Onceasa  slnolelntramuacU  farinjectionoftmg

+. perlOO1bs  (45.5 k9}b0dy  we[gfJt  whkhk+uauallyl  mf-t02mL  of LmALYSEcontalning
"+smadhr  Oprnstaslh  etrOmafiam(nesalt  parmlllillt*r.  :: ,.

S U P P L I E D
ALYSESterfle  SolutiOn  lsavallable  lnlOati”WmLtials.

‘HOW
,.;LUT!

j~,STORAGE  coNDITfONS
. . . - - - - - at controlled. room temperature 20” to 25” C W to 77” F) [see USPJ.“. rshm

~ ‘ca@on:  Federal  (uSA)  fa~ restficta th&d~9t?  use by O~On  tfIe Order  of a Ilcansed
.~ ,.yqt0rfnarf4n.
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